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thlnz

~ was heated 1.2 hrs. W

© g0° (finally at reﬂux) yieldin

ha:anaml»yl)mercaptomtulaza ¢

The action of nppropmtc hale etones smnlnr y viel

t'ollomng 2-pox _oxoalkylmercaplo 5)urylnmdazol¢:

aryl gmupshown resp CH:.P
HCI salt, m.- 153%; semic ba:m
86.3%, m 96—7" HCI salt, m
8.8, m. 135-6" :atf, 920
9‘81), P‘OtNCsHA' B
~O:N G .H.COCH,, Pg:

17 . .
cCHMe p»O:NC;H.. } ‘7 - -cyclohe,\.- L
anon—1~yl. $-0:1 NG 95.1% m 3
: yi-2- - mercaptoimida; dazole m

CH,C1 1 hr. gave
ug 01,505 3-methy 1-G-phenyli
decomp. a9g-32°, \vhmh with NAHCU; gave

113-13.57, identical with 2 specitnen prcpd §

mcthyl- -’\mmothnzuk and BLCH:BT. or. from r\.fhmng _‘
4(5)—phenyl‘_-4cuon;lmcrcnptoinudam 1-hr. in concd, ) )
HCl, or fro m refluxing the H Cl salt of the latter in BuOlil : /

- hr. ’Xhe “syme procedure ¥ yielded 3,3-dxm4hys—6-phmy-
lfnudu'olz S lx}llu.l:ola. m. l.'n-S” IICI sull o ®
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Kol egiin, P, Shedofinn, MM~
- Refluxing ‘1 g. 4(5)-phenyl-2-mercaptoimidazole in 35 il. . ’
119 HCL with 1 g. 2-chlorocyclohexanone 0.5 hr.and neu- . .
i tralization with NaHCO; gave after decolorization- with C -
! 10-phenylimidazol2,1-b)-tetrahydrobenzothiizole, m. 169° (HCl:
. s - t'salt, m. 273~4°), which formed in 979, yield on refluxifg I
< ..in coned, HCIL 1 hr., or by heating Z-amino-4,5,6,7-tetra~" A
o .- hydrabenzothiazale with BzCH,Br in EtOH 3 hrs. - - ; 4 f 4 -
" e e GM.Kesolapefi KX/,
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KOCHERGIN, P.M.; SHCHUKINA, M.N.

SR
Part 4: Reaction of sulfuric acid with 2-f ~keto-

Imidazole series.
- i{midazoles, Zhur,ob.khin, 26 no,6:1723-1727
alkyl(aryl)-mercaptoim T 1)

Je '56.
farmatseviicheskiy

1,Vsesoyuznyy nauchno-issladovatel'skiy khimike-
institut im, S. Ordzhonikidze.
(Imidazole) (Sulfuric acid)
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+—~Sultanityl derivatives of natural 4-amino acidé and thelr -
Cheu-e and M, N. Shchukina sS. Ordzhont- i+
: -Chen. Pharm, Research Inst., Moscew). §
o hur, Obshchel Khin, 20, 2872-82(1956).—The following .. N
‘\y derlvs. of amino acids were found to- be relatively wenkly
antibacterially nctive at best. - To 11.25 g HZNCHCOull- ;- -
t fn 20 sl 40% NaOH aml 60 ml. HyO was added 37.6 g. p-

. . MEOCNICHSOC! with nddn, of NaOH to malntain the
alky, of the mixt. over J hirs. after elarificatlon with Cand

- neidification’ there was
NHCH;COsH, . 109-7

ohtained g=MeDy CNIICS T SO
00 (from 00% EtOLH). Heating

\ 8.16 g..DL—P—M:O;CN[[C‘;I‘hSU;J\'."CH!V{cCO:H with 8ml.:

! coned, H:SO, and 40 ml. EtOH 4 hrs, ut 80-4° gave 81% El

_esler, m. 144-4.5°. I!Eﬂlillz 2.58 £ P-HQNCQHASOQN}XCH,—
CO,Et with 1.25 i, 80% N;H,.T1,0 in 26 m). abs, EtOH 4
lira, gave on evapn. 72% p-HyNCHSO:NH CH; CONHNH,, .

L

Lm. 160° (from 509 EtOH).. Heating pL=p-HyN CeHl SO
! NHCHMcCOsH with BtOH in the presence of HCl or HiS04

i gave 85.3% E! ester, m. 110-11°, which kept 3 days in Et- .
* OH-NH, gave 73.6% corresponding amida, m. 170.6-1.6% .
. (from H,0), which also formed on refluxing the correspond- . - - -
} jng hydrazide (1) with Rancy Ni in 95% EtOH.. Tolg.1
in 20 ml. EtOH was addéd at reflix 1 g. vanillin in 10 ml, - -

. BtOH, the mixt. kept 2
! hrs. to reflux yiclding

days at reom temp. and heated 4
yellow p-HiNCHiSO.NH CHMe-

TS
CONHN: CHCH{OMc)OH-3,4, m, 172-5°. Treatment of

pL-scrine in 50% NaOH with #-AcNHC.H,S0:,Cl gave N{p-:

acelanx{dobcmne:yl[myl)

-pL-serine (I}, m. 211-12° (from
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~50% BtOH), which heated with 15% HCI, tvapd. aud
neutralized with NuOAc gave 83.5% N-p-acelamidobenzene-
sulfonyl-vi-serine, m. 212-2.6° (from 60% EtOH), which

and treated 4.8 hrs. with Mel in_the dark yielding, after

refluxing 3 hrs., 70% X1 Me- ester,” m. 1684-5°, - which ~ *

heated gradually with excess SOCI; to 85° gnve 749 p-

't AcNHCHSONHCH( CHYCI) COMe, . 130-6°," which -
A treated with KtOCS,K overnight, acidified with HCI, the
resulting “xanthate deriv. (1.53 g.). taken up in BtOH,
" treated with 259, NH,OII, allowed to atand 3 days, acidified . -
- with HCI, evnrd., heated with -15% HCI uatil dissolved, =
th 7.5 8. Z2n 0.5 hr., evapd., and neutralized -
Twith NaOAc gave 53% N-p-gcctamidodensenesulfonyl-ors-
- “ysieine, decomp. 183-02° (from HyO: with ‘addn, of Nay -

-then treated wi

© 5,04); the same formind from: bL-cysteine and P-AcNHCH~

S0,Cl in 107 NaOH sfter the above treatment. - Substity~ .

5 tion of EtSNa for. BtOCS:K in the above synthesis gave
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" 88.2% N-paminobenzencsulfonyl-S-ethyl-ni-cysteine H(l.

salt, m. 168-62°, when the initinlly formed Intermediate was
refuxed with 15% HCL; the same formed from the above
*_cysteine deriv. on treatment with EtU in aq. sle. NaOH,

" The use of BuSNa gave N-p-aminobensenesulfonyl-S-butyl- -

. DL-cysleiné HCl salt, m. 148-52°, To 125 ml.-NH; was

added 2.5 g. L-cysteine followed by 0.96 g. Na and after de- e

: colorization of the blue soln, it was. treated ‘with 7.6 g. Btl

{ and ‘stirred ‘3: Brs. - “After evapii. of  NHy,. stirring with .~ =

- Hi0 2 hrs., addn. of alkali to phenolphthalein endpoint,
. extn, of Et] with Et,0 and treatment of the aq. soln. by -

" AcNHCLELSO,CI (111}, it gave 38.9%, N-p-tcztamidabencerne-
. sulfons-Sethyb1cysteine, m. 180-2 (feom 60% FtOH),_

with EtOH-HCI gave the Ef ester, m, 80~7° (FClcalt, 1, -
176-81°), M (10 g.) and 1.9 g. KOH in-00 ml. H;O were -
treated rapidly with 5.05 g, AgNO; in 60 ml. H,0 yiclding

.B7.8% Ag sall, which after drying was suspesided in Cyllg -
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d.in aq.-NaOH gave,
map:withllb% HCL, 60.6% N-s-aominpbensenestlfonyl-oL-"
gutamiz acid, m.:176-5.68°, To 13.05 &, 2-bromohexanojo
acld in 45 m!; EtOH was added 21.1 g, 2-HaNCHSONUK:
J eated 8 hre. on'a steam bath yislding after depn. of
S KBy exti. with 10% Na,COs, and acidification with AcOH ..
8% N-p-om inobensenesuifonyl-DL-norleucine, m. 164%; HC
at, . 172-6°, " Renction of I withi 6-aminohexariojc acid -
{n-aq. NaOH gave 72% M- -seetamidobensenesulfonyl-e
el 146-7°;  this gave the p-amine analog, m. 134°; -
m. 04°. - Similarly twere prepd, -4¢cNHCH
m. 221°, its pamine’
Et:ester, m. 120-1°, and lts I(%Em:id‘e, m. 182-3% p-Ac
NHC SO:NH CH(CMexSH) CCcH, m, 254-0°, and tlsfr-
amino: analog, i 184+8%; - p-AcNHCH SO, NHCH(CHy
"CH\SMc)COH, m. 149-51°, and its’ p-amino analog; wm..
59-03°; . p-H:NCHSONH CIH(CH,LHMe) CO:ES, " m..
7:106-8°, - fts. hydrazide; N-p-azerar_nidobcnzcmsul[or?;l!ryplq-,
hane; m. 233-9°; its p-amine unolag, m. 1B8-00°, " N-p-
1 di bcnsme:ulfaﬂylpm!ine. m., 228-97, its p-amino -
98-8°, and the Ef esier of the latter m. 145~7°
'17.2.g. iso-BuCHO to 11 g. 95% NaCN, 14 g..
_ "HO with good stirring over 40 min.,
5 , sepn. of the aminonitrile by extn.:
and heating this with coned, HCI 10 hirs, gave on
e product which after crysto. from o little ho

i

0 gave 80 ¢ bu-z‘;dci‘u;-gcu which vith NaHCOs 635

. 30.5% pi-leucing, m. 288-70 G, M; Kaosolapoff:

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



R pEs T 2 4 s s

"APPRQVED FR CIA-RDP86-00513R001548920018-3

R SR

g - oL T : d-.’

¢Synthiesis:of '{abgA’-’z;_é,}gfirnglxeﬁdthl’aril)Ero;ﬁon{c 'a{id,»" '
._itsderivgtiv’es ang-derivatives g #-:v-phenothiazylpropionic
T acdds NG N Sawitaks v, Yoo S lsizins and A (e
S kg (ST Qrdzhonikidee ALk -Pharm.

LSEQreit S

T SANGL, Moscow). Zhar, Qbckchel Rhin. 26, 2] &7
T ==Hzating i7.4g. §-chicrodiphenylumine, 5.8 ¢ S, and 0.2% :

i “iodine 1.3 hrs. av 160-580°, untit IS evoli ‘on stopped gav
C60.3%5 S-chlorophenothiazing, m.-109-200.6% {frim Meh}. ™
X This (10 .y and 30 wl, CHy: CHCN ang 0.1 . hydroquinone
Tireated 6t room temp. with 2k PhNMe,OH soln. (trom
0.76 g. tolusnesuifonate;salt) and heatedd 1,5 hrs.-at 8§02,
- gave. 8185 B-(N-2-chlerephenathiazylypropionitrite (I}, m.
188-97 (from’ AcOF}, which_heated in sealed ampul with'
concd. ;SO EtOII 6 hrs; at 130:40%, thén refluied’ with
‘269 KO & hrs. andachlified, gave 87% B-(N-2-chlara-
Cphenothingyly progionic.acid (L), m. 156,5-58° (frontMeOH); -
i -if the treatment with KOl is omitted there is formed ‘the
:. Eb ester (U}, be.o205-0°, m, 64.5-68> (feoni petr. ether):
~i Hydregenation of I over’ Raney Ni“in:EtOH under: 10
.atnt.. NH; at 100-107 -aml 40-atr. H:gave N-(3-aniing-
propyl)-2-chloroplenothiasine; HCl salt, m. 233~5°:(fram
. dry CEtOH). IT and satd. NIy in “dry EtOH . gave B
- i, 24 hrs. B-(N-2-chloraphenothinzyl)propionantide;” m. 7 . /7,

-~
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1435557 (from ils ), s
s in ELOr[hLam! UShirs.on s
hydraside, m. 132‘6-
dene derio., m. 236
xc;i chloride. wmdx WS

Tana PC];

meifyl-2 {2"-(3-N-2 2-chloroplenathiatyl
drazoninin chloride, v1. Is{

o cing ﬁ—z\-phe;mthm‘)lbropu nic actd wi

< ence of H;SQ, 0 tirs. gave s Me estér,

210-~14°;  Eb ‘esler, prepul, similarly to ahove from.. the :
‘eurres pmxdlng_nmmld It +349, yield, ‘m. 63.5° ba.g- 195~

e acid treatetl witlf PCly as above;. folfowed -
bw ’\H; gave A-N- piwnalbw,y[' opionamide, .. 125-8°

5027,
) (ftom.agq. EtOH).. Thc Et

. hmte& 28 .hys.. gave . the kydraztdc, demmp- 8-02, -whoie -

4 p-dectamidobensylidene deriv., ta, 1823-3%:
methocybenzylidene deriv., m. ”005—202° {from ACDH).
“Treatment : of the acyl chloride,- prepd .a% above, . mth

‘MeyNCH,CH,OH in C;H: gave f-iN

V-phignothiosyh
acid dimethylaminozthyl exler, 665, b.-214-167;: g&‘ olt. .
m. 141.5-2.6° (from PARTI) . Similarly the- e.cyl “chloride !
and CICH,CH:OH ‘gave the 2chloroethyl ester, miy75-67
whick with Me;NNHy kept 2 da ‘ys at- room temp.:
(B‘N-pﬁmatkmxyl)pm

.. days at Q% gave I,I-dimethyl-1-{2]
D08 jlox)ellx}!}kyc.raqammn ;kland:, m,
- E l__.. L et S e e b,

APPROVED FOR RELEASE: 08/23/2000

b nhﬂ} U anid 6555 :‘IY:IIQ 10"
cam buthga.cthecorrfsspandmg AR EA
5% {irum MeDH); pecatamidebensyli- v

freed of silcedt and POCL:by initd (-
wcating i rogpesnd washiyg. with CeH;, and this solid chlo—
ride was refluxed with HOCH.CH,Cl {F hrs, yielding TO% H -
2-chloroethyl ester, m. 83-4° (fmm E LO‘\c). which-heated -
with \L.»\NH: 5.5 hrs, at:100° in anipul gave 40 14-di-.

9 (froin LtO.-\L EtOf]).. Heat-

CIA-RDP86- 00513R001548920018 3

m.ﬁ:r\d:.ﬁ&_gu-‘- P VT B R T ARl

in C.H,y pave the crude

Yin np.on;lnwyellxyl} by~

ith MeQH in the pres- .
83 7os 14 64 0"5 5 sy

ester o A\.’:Pu HaO
and hydroryd

174.5-5

mma
1a]
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) " sulfides, which vy,

- 12, 1-b ehinzalines,
- product. The stp
wre conlinizd by

BrCH,CH(OEL),,

LA ST A

viscons otl, whose
acetal; anail, was

g

cess POCl (n sucny

Srns

Phenylimidazol2,
rafe, decomp, -

v
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Yie T Onthe basisTof struct
o the meehaalsm for cloture i
appears {o procced by fordhiion of “2-oxoulkylimidazoty} . .
roup of the imidazole portidl, yielding 3-hydroxyimidaza.
-tose. H,O yielding-the finul -
12 products described below
yi:ctr; which are reproduced. | -
To 1.3 7. Na ilissolveid #2 abs, BtOH was o
4(5)-phcuyl-2~mcrcuptoiu}iduz%u (D), followed by 1.3 B. oo

frem NaBr, washed wit
- K 3Y-phenytimidosol

NaHCO;; and extd,

14

/23/2000 CIA-RDP86-00513R001548920018-3

qf -imidazo(2,1-5

Mosco
ntermédiates deseribed below, .

. %?Héﬁes. C VL - Action of bmxnoace%(gglfigf“_
- ?(n t8 derivatives on Gome 2-mercaptoifidazoles. -

“and M.

|thiszole rings

clize at thg carbonyt group and the NH

which the
uctur:s of
tirfi

s ddded 10 g,

and the mift, refluxed 11 hrs., Bltered

frcra

22, L ERG-T5; the dn
? ’

-HaO} and evapd. viclding 93,295 .
erarpivacetaldelyde di-Ei ncelel;, o -

alogous di-Afé

prepd, simirlv. -The di-Et acetal {1y -

(8.9 g.) wasretluxed 1.5 hrs. wih 20 mi. POC

(ine,

TN

BT
R

e

4
1
i

b, frecd of ex-

1 treated with HLO and newtralized with i

with"CHCY yielding 75.1%; I-cthoxy-G-
A7) 1o 122 (from EGOH) (pic-

inikarly the di-Me acetal gave the

d-methoxy anglog, :muif. \"h(»c;’l(':’x. ' decutge, FT-2%, )

o
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* ol treatment with NaHCO, gave the
- 2,6% pierate, decompi 173-3°. “Red
./ CH;Br in.70 mh HiO until 8 sola.
of 6.8 g- I and refluxing 1 br.,
“gave 8 g, Fhydr

d

an

“‘decomp: 145-8°, form8 -
* réact gimilarly in reflusing CoHe;

.. formed in 83% yicld on refluxing B w
+ge on standing 1 day. in ale, HCL.

i nitrophcn'yl-ﬁ-mcrcnpto{midnzolév with” 6.3
i ter nedtraliza
a, 1.bthiazoline (

CH,Br in H:O 3 hrs. gave af
. Ilydroxy-é'—pﬂss'lrophcuy!im;’:.’azo[
.y comp “203~4° (frow WMeCOJ
" ? thiazole with 3.97 g. B:Cll
evapy, and trenting - with - Ei
daeal2,1-bhiazcls EBr sglt,m.

gave the free buse ,

< HC} salt, m. 1534
S0 fom Etél-l,); Picrade, M
.- 859 H,S0. heated to 50
.- 1a-15 ml. FhO and hegted on'a st
", with, NaHCO,, nud estd.. witht
- ¥ product; isolated s pirafe, W,
- formed in 74.1% yield on b
. imidazol2, 1-bjthiazoline wi
_at 30° and keeping severnl
- was B7.8% if POCl; was subs
refluxed 10 min. - Similarly,
oni heating the 3
thiazoline with 95% HaSO4 s

Refl

3 aulfate,

m, 2
223-3.6°

223%

above.
frer aq-

) ,V'hr,s. with 60 mi POCh gave 2
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pure
uxing
formed, followed
neutralization with )s
I "8 g, 3 og?s&phenylsﬁudaza[z,l-_bllkr'
asoling; decomip. 160-1° (1 CF 0l ecarnp.
3 o dihydrate. - The.s3 o
i " the sofue product also. .~

Refluxiog 8 8. (.

Br in 46 ml.
0 gave 80.0%
114~167, which
1), ru. 146-G.57(fram aq.

cating 1.8
th 6 mi. 95%
‘brs, ut ropm temp.
tituted for :
} up to 98%, yields were obl
MeQ or 2-EtO dertvs. ©

CIA-RDP86-00513R001548920018-3

Ty

bkl
free base, m. 7L
8.7 g-EtOCHBr- =~
by addn.
NaHCOs

163-5°%; pierale,- -0
same compaonents: *°
ith 38% HCL 1.3 s, . o
5)-p~

g. EtOCHBr-

tion .86:5% 3- -
Ua), .de- |
uxing 2 g. 2-amino-
EtOH 1.5 hrs.
G-phenylimi- .

with NatCOy - - -
EtOH); - -
10-11% (monéhydrate, "

13,65, 1 (1.4 g) in 6.5 ml.
° over 0.5 br., i
eam bath Thr., -
CHCY, yiclded the above ¢

" then poured into B g
neutralized .7

in 0.15-g: yicld. |
“3-hydroxy-&-phenyl-
H:80, 7-10 pun; - o
; the yield -
H.S0; and the mixt.

f phenylimidazo-
Iz {3 g.) refluxed 2=+ ¢ 0
“treatment and afidn_. L
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SN - ﬁ&hg !*ﬂif;f—’wa, /Y
S - o e f Nag numﬁhcryf:rfuiazo[ .4-6} sole,
o from A cOH) Heating 3. o m‘ H:804 with .
0 3 x a-mcthcxy-ﬂ-phenyumxdam Cl s R R
ooling, and ddz with : el . .
}I,O gavc'lg 7"' B-p-w!fo(ghmgbm:&asa{l.l-b thiasole (IV), T oL e
dpmdly crystals (f wot . 360°% monoly= o IS
rafe loses H;O at 100°; -the 3.EtQ analog guve the o :
product in 7725 vield, %s did the 3-HO e alog m 8‘1 8%
yield (in this ease @ small amount of relatively insoluble ni
i ‘also formed)- Her mﬁ T with 95% H50 0.5 hroaf 100° -
gave "G, 1% IV, Action of n\.enc anh wdrijde - oD
2~p—oxon1ky1 arylimers uplmm(dvoma Fochergin.
Ibid. “91(%"4.»«»1101111(;{1;. 1.26 g A5 )vphenyl'2-uc(.tnnyl— o
’ mercaptuumduole with 6 i, AcyD) =T inins cooling, and
~fltering gave 1.2l & l-uccin-S«phcn,l-"—acetaﬂ)lme/mpto- S
. 3 L jmidazole, 0. 158-9°, with total yield ol 8% being obtained Lo o R
3 ) . after conch. of the wother Hguors. Simdmly, from gorres - - o B :
B. “ . spondiog jmidazoles were ‘prepd. ihe following Jpcel¥l-5- . EET . R
L 3 . f phcuyl(or p—numpl'u.w)- ﬁmm}ky(a—‘vi)nnrmp'a.audap; - IR EREES
& S olest 8- heuyl-2- i-minissy 1«.-arufro :yn, Y 7,0. m, 152457 .
: - &-pheny "—acetcpheumnl 94.6%. m. 1-1.6° o-[)h"n,‘v'l-
(m-rxlrmcttophmuuy.), n. lhl—" . -[zl:cnyl-’-( 2-cyclohex-
. «monﬂ). 3.1%; . (o672, Gepnitraphenylt s.geetonyt,
- ~05.7%, m. 182-3 "Heating 0.7 g. Ho)-p: fenyl-2-pruite-
‘ ’ idazole with 15 wh. Acstd 810 win.-at,

) : . . phcuacym\crcnplmm
ST . ) 100°, removing AcsO iy recto, and coulmgwave:b,al acelyl-
. L 5-p[mul— -p-mtroplarn)Im'.m;[,l- sivisidazole, nt b 0-70° (froms
© . EtOH); :if the renction mixt, st tused, the x_mc pruduet .
T forms nlong with ~p—'x‘fm‘, RE '~ml}x)I<J pmuvlm idazo-
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© [3,1-blthiazole, m. - 190%; ,lshlated by -treating™the moth
liquors with ale. HCL, - Refluxing 0.8 g. 1-acetyl-5-phenyl-2-
. _acetonylmercaptoimidazole with 0.8 g. NaOaAc and 4.5 ml.
. =AGQO 0.5 hr. gave 08.6% 2-acelyl-5-phenylimidaso(2,1-b]-
" . thiasole, m. 150-1% (from-EtQH).* t.milarly was:prepd.
S-methyliniidazol 2, 1-b)thiszalyl-2-benzoyl analog, m. 237-8°,
and . Z-Geelyl-Fmethylimidazo}, 1-blihiazolyl-5-p-uitrephonyl
onalog, m. 186-7°, as well as:2=m-nilrsbensoyl=3-methyl-.
V 5. phenylimidazo|2,1 <lthiozale, m.: 144-5°, ‘and its 2~ =
nilrobenzoyl ~analog, m. - 180°. - Refluxing . 5. g. _4(5)-
phenyl - 2 - mercaptoitnidazele in’ 75 -ml, EtOH .with. 3,85
_ g.. 3-chloro-2,4-pentanedione 15 min:, followed by.evap
_in . vacuo, - gave :992% 4(5)-phenyl-2{a-aceloaceionyl)-
" mercaploimidazole, m. 136-6% (HC 2alk. (1), decomp. 148~
" 51%)..-To 0.56 g.-Na in-76 ml. EtOH was added 5.4'g.
e 4(5)-p-nitrophenyl-2-mereaptolmidazole - and 3.4 -g. d-
. . - ghg)’rq;zk?)—pmt‘mciiaqiﬁd'_tﬁ:in};;z;.rgy%rmd‘ ;‘hr g‘;v!.:
3 . : 0195 4(8)-p-nilrophenyl-2{« - acebylacelonyrimeree: tofmidags
. &I Lm, x44-5‘f(from EtOAc). " X(2 g.) refluxed 1 hr.dy
. : 10 ml. BuOH gave on. cooling 74.6% 2-acelyl-§-meihyl-G-
. . - - phenylimidazo|2,1-bthinzole, m, 203-3,5°; isolated ns HCI
salf, m. 232-4°. Refluxing 2.7 g, Win 40 ml. POCL 0.6 hr.,
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vty

Ay
/(oaLarq l» ﬁ ,;&c‘,‘ u;(m a
followed by retrcml of POCH 7 vacko and treatment wu‘.h -
- aq- NaHCO, Eave 98% "-acztvl-.?—unt[z\L-(‘-p-mlm'zhmvluu- Sl
T fddsol" 1D hivzcte, .- 988~ 1.5° (from AeOli}; this formed
in 67, yieid iwm 4-tiethyl-5-acetyl-2 ~:nnmnthmml: and.. .
BtCHCOCH (NOp# after reiluxing 2° ‘hrs. i EtOH, and L -
-1 hr. with AcQH afterrem n\\,l of BOM. -~ - GoM/K. .
. Cy»}}zadon of thiobiurets’ l-llo subsscntut;% l...4—thiad!a-. :
1)) R. Kurzer 77 Tes Hosp. School ) -
-‘—"——CFSI%: & Ind. (London) 1956, 1482.—-Dcnll.yl.mon of Pl
- 'NHCSNHC(OR):NH [¢3) g'lu. PhNHCSNHCONH, (ﬂ),
. " m. 158-60°; dehydrogenation of Tor Il with Br or HiOsgave
' ‘good yxclds of S.N:C(OR).N:CNHPh (U.I) R sad w.p. ~°
(AR |

were given for T: Me, 129-80°%; . Et, 98-8°0 ForIII Me. i
_ 158-0°%; Et, 167-8°; H, 12—13° T puRoYete %

oo . /\\
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- /Transformations of o- zad _p lml i afkatine
. Anedium. J N Shch ' 2 and Ln o Prdioditelexa,
(S Qrdznomgfens—airynon . Chom, Liagdy " Tpq
{)

% osC0W) ... Doklady ARdd. . .- 110,
B30-3(1060); cf. Ger. 86,874; Plis

YauR . 2. ‘
oy, C.A. 24, 1108,— '
While basic treatment of ¢-MeCHNOy (I} results 0 e
actlons probably proceeding through Intermediates of an anv’
thranit type, the p-isomer must form slmllar Eolymer!c
intermediates. Iin NaOH with 8 should yield o-HNCeliy
CHO. The reaction yields 14% of this aldehyde and sunje
oMeCHNH,. I the sola. of S in NaOH is ddded to the. -
(mixt. only after T had been refluxed -with 20% aq, alc.” -
NaOH for scveral hr., there is obtained 16% 2-in le =
benzyl ale.  Anthranil with S and NaOH gave anthranilic .
acid and o-H,NC..H.CHO;,phenyl-N—phanylnitrone~_gave
PhCH:NPh, while' p-nitroplienyl-N-p-tolylaitrone gave o ; .
p-MeCHNHp and an anhydropolymer of $-H:NCH,CHO. o : -
I'he red substaure formed from p-MeCHNO; and NaOH - S )
is chemically lnert to acids, bases, and oxidation-reduction s
reagents; its spectrum (infrared) does not have the bands : . e
typical of N—Q group of nitrones (butyl-N-methylnitrone . S
and N-oxides of pyridine and Mé&N show intense bandsat ' . R E
1185-1250 cm.—! and 920-050. cm.~3); hence the groups - ° B ) cLoE :
which connect the polymer links are not nitrone groups but ST el T R
. probably amide links, This i3 confirmed by the fact that' -~ . S o
' p—nitmphmyl-l%p—tc!ylniuuné treated with ag. ale. NaOH L . R g
gave a very inert polymer, ‘which with piperidine gave , :
f-nitrobenzo—p-tolnidide, which indicates that the initially .. , E L
ormed nitrone undergoes under the action of alkali, a re- ) . . . ) :
arrangement of the Beckmann type, forming a p-linked S : o
"polyamide. I with NaOH may be represented by formation

PN

e vy i e M

of unstable lactam from the initially formed anthranil; ' 1

the latter gives rise to a variety of products depending on the .

subsequent treatment. - - G. M. Kosolapoff. - (wX{/
: ‘ - i
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USSR IS, %1057, The
compd. 18 ined by reduction of'ethyh_:ne'k:y'anohydrin and’ :
methylation of the resulting 3-aminopropanol.  The reduc-. }

sion of ethylene cyanohydrin is carried out in 8 ammoniacal-

ale. soln. and the methylation is done with CH,0 in HCO:H,

-

AT AR TRPIG. ST
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7 ,é,g;dﬁgﬂ.:.';ﬂ_
v,
V. G- Brmo &)

aud mth h:{dmx;x;: -
' besid 12—dliso nicotinoyl a new: ..
hrggfé wWas &;ge w‘immlgué bahty . 3 g—dx(tp;‘r;cgig—;; R
1 SRR S
amino-l 3 Ltﬁm{:g)w'isﬂio ive s:l 5-(31(4-”11;3;);{‘,&1‘; =
Ct
t‘msda‘e Zm 257-9°) wc}?gd epd. edﬂom?%l X :;sthgl’h%}(;() o
- dipicra ' dcivn o
gave the bcnm ine omeeiz Y,
- und%(rz 4411(‘prddyi)t Ta. 286-0%: _ ‘Q_J;Zm Ay
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DT §

SH

3\{.0 5 Zand lumalogs;y\&%}._‘b%, R

AT o Khim. Nauko 3 Prom. 2,685, .~ = -

b o g a0 -1,2-Diaminé lchexane, Y 2 IR
reaction of I with CICHCOH, =4 r ©. e

; were prepd. . e expected ] ,
RCE Schwartzenbach, o ol C.A. 44, B48c) did not toke, -
' place,” On the othier hand IX reacted, giving, 1;2-diaminosj - -
: ¢ydohwmt-N_.N.N'.N'-klmaulic acid (111), the propertiea’
1 O which wese Identical with thede of ‘complexon-IV''1 5 -
1. which 8. believed. wna the cis fsoier, - The frams-1,8-7 -
. diaminocytlopguwne-ﬂ,N.N'.N’-lclmacm‘c acid (1V) and that ="
: - " curresponding dutane analeg (V) were prepd. by condensa-’ i
] . - " tion of the - respective: diamine with CICH,CO.H. The
1 . ~ values_of pKi, pKy,. pKs, and the stability consts. of the
) : " eomplex CaX~ of 1V were 24, 3.3, 7.50, 10.80, and 12.2;
% . and of V 2.7, 2.8, 5.80, 0.75, and 80. The corresponding -
o -~ values - of clhy!enediaminc-N,N.N'.N’-teu_ssceﬁc-; acid’,
" {given for culuparison) were °1,996,2.672, 8.161,.10.26,
and 10.50.- .V _was the -least s_uxbic_. .1t was concluded - -
- that the essential factor. for Increased stability of the jnter-: -
+ nal complex of metalocycles wis that the amino groups bet -y
each ather and that their free rotation. about_the | !/’,

. - .. cleseitoe witz
: C/1-C-2 bond be hindered. 2 . Beneom?

AP :
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and Other Phenothiazine Derivatives

122, Synthesis of Ami—x_:_azine
of Aminazine and Its Analogues,” ©Y N. M.
avitskays, and Yu. B« Tsizin, All-Union

"on the Synthesis
shchuking, M. V. S _
UpharmaéEﬁEiEEI”IﬁEﬁitute imeni
.1 g3SR, Vol 11,

WC—WC
S ordzhonikidze, Medltsinskaya Promyshlennost ’
Yo 3, Mar 57, PP 20-2
This article describes & method of synthesizing aminazine and its an=
alogues—-etizine s dinezine, diprozine, and mul'tezine -- sll phenothia.zine
gerivatives. A1l nave been found to possess important pha.rm&COlOsical
properties, i{.e., they act as spasmo:lytics and sedatlves, affect the

/ /
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central nervous system, and are used as therapeutic agents in nervous
diseases and in the practice of psychlatry. Aminazine is the only one

of the group of phenothiazine derivatives in which there is substitution
in the nucleus. In all other cases, only the nitrogen is replaced by N-
alkylamiroalkyl radicals. They are easily synthesized by the heating of
phenothiazine with haloidoalkyl-aminoalkyl compounds and alkaline reagents.
The best results are obtained when condensation is carried out with sodium
hydroxide, with the water and immiscible solvents -- benzene and toluol =-
being continuously drained off, a method developed at the experimental
plant of the All-Union Scientific-Research Chemicopharmaceutical Institute
by L. I. Morozovskaya and M. A. Vorob'yev. N-dialkylaminoalkylphenothia=
zines ars obtained having the following structural formulas:
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=

) O

[]
' - o
Chi -CHE-N(C}{B)E i,~CH, N( 2H5 N

2
i(oa
Etizine {anergan) Dinezine (diparkol)
S
VAYAN
i |
/ \.N//
-cﬂ_r'H -CH-CH3
N( CH3) 2 €C2-H5 2

fica
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Diprozine (fenergan) Parfezine (parsidol)

3 A /\
K\u’/ Y “ i
. s !
A N’ Y Yavd
b 2-CH2-CH2N(CH3)2
| 2 .
CHZ'N{.CH3)2 HCl
HCT Aminazine (largactile,
| Chlorpromazine)
‘ Promezine
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Other ways of compounding the dialkylaminoalkyl radical with pheno-
thiazine by a method of condensing phenothiazine with substances hav
an active umsaturated system or with substances with an oxide radical are
described. (V)
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GORTINSKAYA, T,V.; SAVITSKAYA, N.V.; SAMOLOVOVA, V.G.; TSIZIN, Yu.S.;

Obtainihg dimethylaminopropanol from ethylene cyanohydrin. Med,
prom, 11 no.4:23-25 Ap 's57, (MIRA 10:6)

1. Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevticheskiy
institut imeni S,0rdzhonikidze,
( PROPAN OL) (HYDRACRYLONITRILE )
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SHCHUKINA, M.N.; GOLOMBIK, K.S. [deceased]
Producing phenylacetamide, Med .prom, 11 no,7:42-44 J1 '57, (MLRA 10:8)

1, Vsesoyuznyy nauchno-issledovatel'skiy khimiko-f
~farmat
institut imeni S.Ordzhonikidza v sevticheskiy
(ACBTANILIDE)
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YASHUNSKIY, V.G.; PAVLOV, L.N,; YERMOLAYEVA, V.G.; SHCHUKINA,. fodls .

By-product of the condensation of isonicotinic acid amd hydrazine
hydrate, Med.prom, 11 n0,12:38-40 D '57, (MIR4 11:2)

1, Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevtiche-
skiy institut imeni S$.0rdzhonikidze.

(ISONIGOTINIC ACID) (HYDR4ZIM®) (TRIAZOIE)
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SHUKINA, M.N. (Moskva); YUAN' CHEN-YE [ Yuan Cheng-i] (Shankhay).

Mercapto aclds and mercaptocarboxylic acids, Usp, .khim, 26 no,5:
608-624 My '57. (MLBA 10:6)
(Mercapto compounds)
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S muzmmm Sihtes 2R IENT RS N K

St tH uic v N A

sz' oga ei Taine and sqO1e nz the‘E a;;nvaﬁ o
thasis of e-mercant

j’afkyland). ~suifafiiyl denvatives. Yuan.mz,!“ i 5

: O 1

{5.: ¢ Inion. - Chemn,
; - Inste, Muoscowii Z}‘ur. “Obihckel. Khine, 27, :
39‘:—&1(19 7V —Huating 74 7 RO,CCHL0H, &6 £
CE{NHsk, and 315 1. 4855 HBr 10 hra. on.a steany bath,- S
: !ollov-.d by addn. of Gt ml. 209, NaGH with cocling and™~ - 7 .
R *refluxing. under N 3 hrs., heating’ 1'br. 0t 120° In an N°.
- B - stream, cooling, acidifying and £xtg. with Et,O gave 3.1'g ;
: s e ':HO;C CH: )L SH (1), by 112-16°, and its dissdfide, 0.8 g.,.
E - Do 163~70°, m. K0O-2S, Hmﬁng 168.5. g, KSH i 200 mis.
o -VE;OH with 3345 g EtO C(CH,)‘Br 2 hrs, gave 04.5%
T EIGC(CH)SH, bay 84-5°, n3§ 14508, dw 0.9895;- Fo saly, i
yellm\’ solid, . The ester formed from the acid and BtOWFCL i
(i B8% yleld, - The ester (14.08 g:) heated with 1 S Ne
S S “in G0 ml E(OH and 13.75 g, Etl 1'hr. at 60=70°, they res”
- S ' ~fluxed 3 hos. gave after filtraton, conen., tr:af.‘nent with™
L Na;CO; and exin..with Ei;D, 14.9°g, crude or:11.8 g: pure” 1 .
: -"EIS(CH,);CO:B (1), bog 130-4% by ] 150°%, #¥ “1.4020,
fw 0.96735; sumulu wis* prepd. A% bolrm:); am{m”_ .
(), bou 172-3%, 1,5333, 1.0453, ﬂh' ‘Jobes the PRCHy
-group in Hquid. NH, under action of Ne-yielding Lo X070
,;(353)\mh 9.9 g. 2786 HO: b 85 ! OHdean-
“gave b8.3% MS;O)(CF,).CO-L'!, bas j
‘was prepd. the S-kens3 unelog, m.
-0.346 g, Na and 15 mf, dry EtOH wus'1 .tcd vm‘» 55 m
‘HsO aod refluxed 13 hes, ylelding on ¢ A% CI'
'b(CH:)s(();AJ, doss net nt, 300° the ;
bensy! analoy, was peepsl n;m’arty 7 1334
- unstated aut. of (CO G000 added - to EtOxNe
ELOH and .15 g, Na, heated it 20-60°710¢ uur
. dild. mth £:0, seidified with 1680, and oxtd. with
rgave 909 FhCL

L~

LS UL LWCH( OO (1Y), g IE

B T B ST T e T P S e s e b

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000 CIA RDP86 00513R001548920018 3

PO £ el LS RO B S M R (O

25 f°' fro BtOH-E
lr. ith 13 (1 o S0}, Which be
yv..al tlu’n L’,ow:mll 13 ’/a ‘IC} w ash<

at .ooﬂx ,
+ H\", eVlIdb.lntn “E,O and the o
a 2 1 e 2 Laves on o
g HS(CH)CF ‘u”)( O HET it
. s ) Fat g2 '}Ilib! st
;l‘tns mth ?wsu\ o 0.0 anid N o,
H'\‘ [
’(VT}, dt:uu.xp It‘
abﬂ witit Na in ligy Jﬁ,
40 59 '(S{FJ';};C’{ -L;I )LO«JI
;p.

o déhx" with

fallowed by lLicatin

15-43% o fror gwitu
(CH:)¢C:1(1' }z

235430 {fru

s FYx e 11

. S

B 1 R Y

A/uT""'
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1. Syathegis dae :
(

- , 1103310 . .
—Heaﬁnx 1. 6 g, KSH and 3,14 °g. BzNHCHg(CH.):CH- :
‘BrCO4H in EtOH 1 hr. gave a ppt. which after extn, with-
-EtOH and concn, of the ext, gave an oil which after reppta.
“from NayCOy with HC! gave BsNH({CH,),CH(SH)CO:H, m.

:162-7°(50% EtOH); hydrolysis with 20% HCI 38 brs, and - -
treatment o? the cruda product with Ph{OA¢), gave a cryst.
Pb mercaptide whichi decompd. with H;S yielded 41.5%
II,N(CII,).CH(SI’)CO,H HCl (1) after- evapn. from aq.-
-HCL;. the pure salt, decoinp, 122-4.5° EtOH—Et,O(;
- This treated with dry HCl im abs; EtOH 2 days gave the Ei-
ester, by.g 182—4%, which is sol. in 4q. NaOH, but the solns.:.
- . slowly ppt. the disulfide oxidation product.” 1 in EtOH-2¥ =
5 ‘NaOH treated with Bul in N at room temp. 15 hrs. gave -
‘o '82 3% HaN(CH:)CH(SBu)COH, isolated ‘as - HC! salt
ll). m. 2328-30°, Heatipg p AcN‘hC;&SO-NH(CH,)p
H,.COuH in CHCI: with SOCl; 0.5 hr.,, followed by treat- -
_ment with Br in CHCl; at 50°, and ﬁnally at'00% 1.5 hrs. ©
- 7 .gave, after jee treatment, an unstnled yield-of pdcNHCH -~
- SO,NI!(C!L)‘CHBrCOJI decomp, 125-8° (aq. EtOH).
Thie with ale. I\SH as nbove, gave the expected mercapto -
* deriv., which in erude. state was reflived | hr. with 15%-"
s HCI,  yiclding 50.5% p—Hz\CSH‘SO,NH(CH,).CH(SH)-.
~CO.H HCL (III}, decomp. '182-7°; . this also formed in:
- 87.8% vield on treatment of 1.2 . I with 0.2 2. Na hydrosul-
“fiteand 1.4 g, p<AcNHC.H.SOCl.  The latter reacted with
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- Tt in ¥ NuOH to yield after hudrolysis with HCI78.6%% 4. - - J BT
: H.NGH;SO,NH( LW CHISB)COHIECE; w., 171.5-2.5° .
10% HC!), which also }ormcd from Il and Bul in .
aOH in EtOH, the yield being 46.29%. * Refluxing 15.3 g.
- KGH with 16 g. Br(CH,),CHB:CO,Et in EtOH 18 Iirs. guve
, 26% HS{CHy)CH{SH)CO,\E2, (IV) by.; 100-2°, dxg 0.9885,

#¥ 1.4452, and 41.7% S.S.( CHa). CHCOEi, by.y 1RT7.5-0°.
* Refluxing IV with Etl in EtOH 12 hrs. gave E1S{(CH, ) CH-' rj,/
_ (SEtCO:EL, 81.1%, by.s 1346, dzs 0.9080, #19.1.4753, - 2,
s . G. M. Kosolapoff : © -

P AT St e e
RS R I R
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o . d % O-uudmenoate in
CE 1 CHChL. vntk BzO.H overnight at 0 gave 67.9% Me 10,11-;
o — : £‘axyundecanmw (Y), bas 1688-74%, Sxmila.rlg 'bmayl-l-_
: .. ene gave 70.7% eorrapondin ' oxide, m. 37°, bu 22&-31°
' Et;0-HCl in 2 hrs, gave 1-cblor..- gd o
bmmyldamm, o, GH" - Similarly, 1 gave 100% Me u- -
chlorew-h)droxywndewnoa!s. by 200-2°%;, m. 38—41" whose!
fm acid in 1 day in'25% NH;O}{ pve 90% 12-amine-10-
hydroxyu notc acid, m. 1 HCl'salt, m. 3127-8%; .
HBr sall o, 119-21°, Hmtinx l-bcnzoyl-l-dwene c:dde :
% NHOH in an ampul 8 krs. at 160° gave alittle- - - R
bts(la—benzayl-z-b raxydecidlainine, m. 116-18°, -Heatinig I S e
1-chloro-2-hydroxy-10-benzoyldecane - with 33% -NH.GH: IR
’ ) as ahave gave a low yield of the above secondary amine; but:
. similag seaction with 18% alc. MeNH, gayd a litt! llttle 1-m:tlzyl-
ammo-s-h)drnxy-'a-bmxoyldcmm. m. 78-80.5°, B 1 el Syn-}
thesls of 11-amino<10-mercaptoundecancle ndd and related;
compounds. - Jbid. 1274-6.—Heating 11-aming-10-hy+}
droxyundecnnonc acid HCl salt (10 g.) and 30 wl, SOClg.’ o
finally at-50-60°, gave 80% 1l-amino-10-chloroundecanovl} -
cklandc HCl .mu. decomp. 117.5-19.5°, which refluxed in ,
-abs, EtOH 8 hrs. gave 83%, Et 11-amino-10-chloroundecano-:. . :
ate HCl salt, m. 133-5° (ElOH) ‘This (" g.)in-15 ml. H;O' ’ /;.L. }

LAy

o e
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3 LhovA, KV Ic/oz.muvn Kw"'-“ :
- f"’" reated with 0.5 g. €5y and 2.6 ml, 239 mon, ieldiag}
75‘Zg 2-mevw6[a-5-(8—carbdhazycctymhw ime (I}, m. 85,5~
e75 (ag. EtOH), - Similarly was prepd, the s-mrbaxyaclyl’ )
-‘analog, m. 136-41°, which required merely the use of a* -
f!argeramt of 229, NaOH. - I(3g ) and 50 ml.-coacd. HCJ| - -

: iin a sealed tube'§ hrs. at 150° gave 50% 11-amino-10-mer-:-. -

* leaplonndecanoic acid HCl salt, m: 139-42° (EtOH) Shak-'
ilng 2,14 g. Me lo-undecenoate oxide with 1.54 g. HSCHy-,

CH,NH; in H, ? MeO.C(CH.w.CH(O R
CH.SCH.CH,NHCH,CH O CENy : e
Sd&h" £ Be( CH, )inca(%'m ca’s'}:fz CH Nf‘}'c‘:?z‘aﬁ(?)}%"
0 318 l l I : | =
H). @.ﬂ._mf!_.} 4 I >

CH:).BB, m, 92-4 (Et
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MARKOVA, Yu.V.; KUZ'MINA, K.K.; SHCHUKINA, M.N.

Synthesia of mercapto amino compounds. Part 2: Synthesis of
11-amino~10-mercapto hendecanoic acid and related compounds.
Zhur.ob.khim. 27 no.5:1274-1276 My '57. (MLRA 10:8)

1.Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevticheskiy
institut imeni S, Ordzhonikidze.
(Hendecanoic acid) (Mercapto compounds)
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Diastr: .1,343/‘?2°(J)/4335_.. - SR
Synthesis of 2,5-.a0d ‘-diph jihaxahydrofum(3. 42 _
¥ gfurans. " N._B. Galstukhova and M. N Shchukma.

--—,"""‘."(S.“O{diii6nikidz<':"Xn:Unh’6_ﬁ‘Chgin,-;?l_iar\[gg SO e
Igst., Moscow - Zhur, Qbshekcd Khim, 27, 1857-65(1957). . . -~

: “To 3.25 g. LIAIHIn ‘320 mi, BGO was added at 0 878 -~ L
(BzCHCOEth (m, 128-9°) in ELO and-after -2 hrs. at
20° and 1 hr. at reflux the mixt.-was treated with HiOand
dil.. HiSO, :ylelding 50.4% mcso—.?,s-bis(a-hydroxybgunyl)- .

.1,4-butanediol (1), m. 137'.8.5">(C1CH;CH;CI);' letradcetate,
_m. 112-13° (EtOH}); ‘feirabensonle, W “258-9° (dm_:;gug.z.; y
m. 74-8°,.

Similar reduction of the isomcer of (BzCHCO:Et, . 3
gave dl-ﬁ,s-bi:(@hydrmbmzyl)-l.-t-bulana!wl (), m: amay

Y 6-48° (CICH,CH:CL); fefracelale, o 143-3.6° (EtOH). 7 97 - .
_Slow heating of:2.32 g. 1 with 2 g, KHSO, in vecuo to 110~ 3 . -
70° 1 hr.. followed by distst. gavé,ﬂ%.Z.S-d:pkmyllux - )
"hydrbfuro(.‘i,&:}',-l'lfumu_.’,(Ila).'r}Jj 290-30°, m. 88_5-ﬂ6_, o

.{abs. EtOH), which doés. not react with Br in CHCL or :

‘with aq. KMnOuw.~ Similur: tregjment of . IL gave '25.8%" "
3,5'-dip eﬁylhﬁxuﬁ.\dwfurOIM:!’.4.’lfurun,' BT R £ g X

* (abs. EtOH), Hydro snation of these in _
' gt' pootn tc’n;p.';:_mll pfessure— guve, res 7,‘7Q'yd;_.!,:‘-d|v'bguy[. o
. 'letrabydra{umn', m. 85.6-7% and 49% %2.34:063;;;“,{— -
" putamedioly m, 87-8°% - Redu:tivn of ql-dibenzylsuccinic acid
() with LAl In E4O gnvc‘_l_B,_B%‘dl-d'b_mzyl_-‘lﬂ-bulq{w-
“diol, T, B7-8°, identical ‘yith ahove. deseribed.. T with
:EtOH—H;SO."xavt‘:"'Ip.Q% di-Eg ‘ester, m. 80-1.5% which™
reented with LIAIL gave 4489, di-8,3-dibenayl-1 +-butane- -
diod, m. 87-8°%; identical ‘\vith‘nb«we.dcscribed.__.'lfl\e diol -
. forms u diacelale, W, 73.5-4.6° (ELOH). - Nitration of Ia
with HNO, (d. 1.5) in’ AcOll"at 20° gave'a 8,6-bis(nitros o .
W

_ékenyl)kquk)drufuml.!.-!:3',’4’ljman. S om. " 150.5-7.5°
“(BtOH). - Successful gitration of the 2.5'diphenyl analog.
of Ia could not be accomplished.  Thus, Knorr’s (B2CH- .~
CO4EL), m. 128-30°, .is- the miso isomer, while the so~’

called 7-isomer, m. 74-8°% is  rucewate, - = G

AP :
PROVED FOR RELEASE: 08/23/2000  CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000 CIA- RDP86 00513R001548920018 3

R S A R R R E A AT AR RN e R R e R e e A A e R P RO TS

37 t‘ffcz,;/,fn;’,W*"

4—hydrnzmophenyl 2-acetamido-5-thiazo

ruld Mthhukm
,Ordzhoml-.%z: .All-Unjon:

ESEnre) ..
‘Moscow). Zhur. Obshche Khxm 2’1 memmmr:mr*
ing 1.4 g. opianic acid in 50 ml. BtOH with 1 g (p-HClLHs- ?‘é #
NNHCH,):SO: in 10 ml. H,O gave a ppt. of 2.2g. {4- [23- o ,
+-HO,C(MeO)CH;CH: NNH]CsH,}:SOs (1), m. 268-9% /4¢,

If the reaction is run in H;O there is forined yellow II, m..

258-60°, which changes to I on heating with ROH or alc.

H:SO. Hydrogenation of ,4-mtrophenyl-”-amiuo—S—tlu:uolyl

7 - ‘. N/
0, Q OMe|
- OMe A

(")

suffoue 'n KLOH ovchnucy Nigve 87%4-”,.VC¢H4 analog,
o 217-19°,  Hydrogenation of 4-nitrophenyl-2 -acctamidos
G-thiazolyl sulfone over Raney Niin-H,0 gave thnl—i!,N CH:
analog, m, 208-0°. This (6.4 g.), 42 mi. AcOH, 21 ml.
cotied. HCL, and 10:6 ml. Hy0 diazotized with 1.1 g. NaNQ, :
. ut 0° and_the solu, tréated with 7.85 g. SuCls in 38.5 mi, :
HCI, and kept 2 days at room temp, gave 0.3 gi p-FLNNH- U,‘
. Gy onalog HCI salt, m. 222°; the filtrate treated with
" H,S aud filtered gave mth NHLOH 1.6 g. free base (1IA), .

1 243-8°.  ‘The. following hydmzune.r are. rcpur.cd fram;

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"
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RESEESIT

§or+}N$K&‘(¢ TP Samot-wauo., V.6; S’hcbuh’lnw ™, N

and -Hoc.H.Cﬂo. n. c38‘

(P‘H]NWC.H.)}SO! m)

-4§0°; from I an AcNHCH: HO m,.263-5°%; from HI o

and3, 4-MeO(H0)&H;LHO, 30-2°; from 4—ixydrazmo- )

’ %{lmyl-z‘amdmc thiasolyl sulfonc (XV) f—AcN Co :

* H,CHO, m. 231-3°%; from 1V and 3, 4—MeO(I!0 CH,CHO, ’?E
it 7y

.m °. from "IV and opionic_ *acid, 1.

'showcd some in vitro activity against hmnun nnd avian .

. tuberculosis and acld-fast suprophytic $p., Alicrosporon sp. . -Q ) 4/ & 0(
Trychophyton 5p.s Achorivn sp., and sctinan gcc: gp. Some &

activity was found for m hydruzune. $-HOCH.CHO, and

*TIA. . 0. M, Kosgl npoﬂ'

‘ lef\
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“of, Drown, ¢

. of ~Ndritylphenyleysteine, w..
I lowing 1 -}
- “blowing of solu. 0
7 2H O, decomp. 101
1N, N*-didensoyldiphenylcysiine,
‘serine Me ester-HC1 and: 30 ml
T g, PCl and nfter shaking 1 hr, ixt. W i
night -yielding 9.0 g+’ B-chlorophenylalanine Me eder-HQ, -
T 177° (EtOH-Et0). p-Nitrophenylserine Btester- -5
t and Nn,CO; gave: N-Igeu:?t-p-nﬂmpﬁcnyk L
“beuzoylphenyl-- -

-decomp.
- HCL with Bz

"~ ‘serine Et ester, m. 158-9
: ine Et ester with 1.4 ) > i
a‘mass which treated with EtOH, thén with - L
with ‘Et;0 gave an oil which-reflixed 7 hrs. =7 SRR
low yield of CuflO:NS.HQ, m.

N NaOH, and rapidly acidified ..

"8 hrsy at 1307

_H:0 and extd. wil
with conced, HC) gave &
165-8°, which treated with

thsta of some dérivatives S8

|8 L
(S, Ordzhonikidze All-

o ; : h&ﬁéé
: nylcysieine-11(
u@-mz" “This' with e cHe

ey iﬁhcnyi_cy:mw, % Al S

£ 1 Et ester guve diphenyleystine Eb ester= = -
¢ -which with BzCl gave El ester Y
n; 147-4 enyl=: .~
.-Ac¢Clway added slowly 4.8

/ 3 DBt el al 3y )
9, D003b.~~Passage of HClinto sole.
in abs: BIOH f

L, O St
WAL
205-8

o

0

i 147-8%: - Ta 3 g ph

‘the mixt. was chilled over-

g3 .2

. ~Heatin !
g PiSs to 1107 1.5 hrs. gave after

- with AcOH..gave’ 2,54iplan'y_1-#~lhids’vliliécafbait'yl_ic “ucid,

at 0°,

ATy

APPROVED FOR RELEASE:

i 140°; - Phenyl
followed by PU,CCl gave afger
- - N-jritylphenylscrine Me estery:

Iserine Me este=HClLand. EGN in. CHChL
1.5 days ot roam temp.
m. 136-8% T 30wl liqui
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4 : ; [_P S\lc/{b\l»’ i V. LE“BED-‘YV”‘/H- S
, NH;, 2.56 g. I, and 1.23 g dmhcnylcysunc was added at - - o
-40% 0.9 g.- N.x. foliowed by 1.5 ml. Mek and after 2 hrs.
-the mixt, yielded 2.5 g. . S-mcihylphenylcysteine, m. 165-8° .
HCl salf, v, 165-6°. " Sinilar ‘usc of - BtBr gave: S-ctkyl- R
‘plunyky:kmb}ICI w1, 188~70°%; "the free amino acid, m.
153—4°, - Sumilarly . was p P'J S-butylphenyleysieine, " at.
167-9°;  HCI sait, m. 165-7°, - Attempts to pn:p phenyl-
cystemc fmm clxlonxhnwmc acld and CS( ) fall
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SHGHUELNA, MM GALSTUKHOVA,
2 T Ve S S DR A

hur.ob.khim. 27 n6.10:2908 0 '57.

Letter to the editor. 2 (MIRA 11:4)

(fiitration) (Furan)

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3

§: et U A S R S A R e SR A R IR L R S R S S S A e A D R G A SR R A R N O T B I MRS R S N R
Y T [ SRRSO CS e SRR - - T .

AR N PR B I W 3
)
) 79-1-48/63
AUUHORS: fashunskiy, V. G, , Shchukina, Y. H.
LITLE: Conpounds With Complex-Forming Properties (Veshchestva s

xompleksoobrazuyushchey sposobnost'yu) I. Synthesis and
Structure of "Complexon IV", i.e. 1,2-Diaminocyclohexane-
-N,1, M Nt -Tetraacetic Acid (I. Sintez i struktura "Komplek-
sona -~ %V" - 1,2-diaminotsiklogeksan-N,N,N? ,N!¢tetrauksusnoy
kisloty

PERIODICAL:  Zhurnal Obshchey Khimii, 1958,Vol.28, Nr 1, pp.230-234(USSR)

ABSTRACT: The methods described in publications (references 4, 5, 6)
are little applicable to the synthesis of 1,2-diaminocyclo-
hexane-Il,Il,N! ,l' -tetraacetic acid (formula I), because they
give small yields. The authors worked out 2 more convenient
synthesis of this compound by starting from the accessible
dimethyl-(or diethyl-)~-phthalate. They used Wieland’s papers
(reference 4) according to which this compound is synthesized
from the dihydrazide of cyclohexane-dicarboxylic acid-1,2

Card 1/p (I1I) according to Curtius. According to the suggested scheme

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"
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. 79-1-48/63
Conpounds ¥ith Counplex-Forming Properties. I. Synthesis and Structure of

"Complexon IV", i.e. 1,2~Diaminocyclohexane-ﬂ,H,N',H'—Tetraacetic Acid

the synthesis of "complexon IV" isg performed in four stagas
(the reaction Process is given in formulae). The hydrogenation
of dimethylphthalate takes plgce over a nickel catalyst be-
low 50 - 10 atm, at 110 - 140°C without a solvent, On seve-
ral hours heating the compound (III) is obtained from the
hexahydroester with an excess of hydrazine-hydrate. Conpound
(1T1) i3 according to Curtius converted to the dichlorohydrate
of 1,2-diaminocyclohexane (II). The final product (I) then
results by the influence of monochloreacetic acid upon the
dichlorohydrate of diamine in the presence of alkali and in
21l aspects corresponds to "complexon - IV" described in
publications. The authors finally succeeded in provin: that
this "complexon IV" disposes of a trans- and not a cis-trans-
figuration as several scientists had maintained. There are

2 tables, and 9 references. 2 of which gre Slavic,

SUBMITTED: Decenber 19, 1956
AVAILABLE: Library of Congress
Card 2/2 L. Chemistry 2, Cyolic compounds-Synthesis
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Yu. Y., 7enkova, L.

M. .

Markova,
shchukina,

The Synthesis
soyedineniy) 11I.
putane and of §-Amino-
4—amino-2-metilbutana i

TITLE:

PERIODICAL: Znurnal obshchey

pp 1811 - 18195 (USSR)

ABSTRACT:
have hitherto been

APPROVED FOR RELEASE: 08/23/2000

of Mercaplo Ami
The Synthesis
1-Mercapt
5-&mino-1

khimii, 1958, Vol

The homologs of B—mercapto ethylamine of
1ittle described. For

| (?IA-RE,PEG_-00513R001548920018-3

N., sov/79-za-7-1s/64

no Compounds(Sintez merkaptoanino-
of 3—Mercapto—4—Amino-2—Methyl-

o Pentane (111, Sintez 3.perkapto-
_merkaptopentanad

28, Nr T»

the type R-CH(SE)-CE,

this reason it was of

interest to the =zuthors to investigate the influence exerted bY

the length and the character

positions of the functional gToOups,
They synthetized for the rirst time the

of these compounds.

chlorine hydrate of B—mercapto—4—amino—2—methy1butane,
i t-mercapto pentane and its acetyl

and 2). Alreazdy aft

5-amino-
derivetive (see schemes 1
been complet

which the problems

APPROVED FOR RELEASE: 08/23/2000

ed a paper was puhlished
of interes® to the

of the alkyl chain as well as the
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authors of the present

CIA-RDP86-00513R001548920018-3"



JEACIBSEEPEF TS 8 EI0c TN S R e e o . PR Pl - - " - e T e e e R P w3 T T &

"APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3

The Synthesis of Mercapto Amino Compounds. III. The S0V/79-28-7-18/64
Synthesis of >-Mercapto-4-Amino-2-liethylbutane and of 5-4mino-1-Uercarto
Penteane

paper were explained to some extent. In the present paper it

was shown that in the hydrolysia, of N-benzoyl-5-amino~1-
mercapto pentane with hydrochloric acid a partial oxidation of
this compound into the corresponding disulfide takes place beside
the formation of the chlorine hydrate of 5-amino-1-mercapto
pentane. As final product of the oxidation hydrolysis of the
chlorine hydrate of N-benzoyl-S5-amino-1-isothiuronium pentane
the dichlorine hydrate of S-amino-1-isothiuronium ventane was
obtained which did not further hydrolize when heated with alkali
liquor. In the oxidation of N-benzoyl-5-amino-1-mercapto pentane
with an iodine alcohol solution a bis(N—benzoyl—S-aminopentyl)~
disulfide was obtained. A convenient synthesis of N-benzoyl-5-
amino-1-chloro pentane (in a yield of 63%) was elaborated. There
are 10 references, 1 of which is Soviet,

Card 2/3
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The Synthesis of Mercapto Amino Compounds. III. The SOV/79-28-7-18/64
Synthesis of 3-Mercapto-4-Amino-2-Methylbutane and of 5-Amino-1-Mercacio
Pentane

ASSOCIATION: Vsesoyuznyy nauchno-issledovatel!skiy khimiko-farmatsevticheskiy
institut imeni S.Ordzhonikidze (All-Union Institute of
Scientific Chemical and Pharmaceutical Research imeni §.
Ordzhonikidze)

SUBMITTED: June 27, 1957

1. Butanethiols-~Synthesis 2. Pentanethiols--Synthes=is

SN

Card 3/3

-
&
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| SHCHUKINA, M.N,, prof.; MASHKOVSKIY,

laureat Stalinskoy premii, otv.red.; SERGIYEVSKAYA, S.I.,
prof,, red,; MAGIDSON, O,Tu,, prof., laureat Stalinskoy premii,
red,; UTKIN, L. M,, prof., rsd.; GROZDEV4A, Ye.Il., red.;
LYUDKOVSKAYA, N, I,, tekhn,red,

[Chemistry and nedicine] EKhimiia i meditsina. Otv.red. G.N,
Pershin, Moskva, Medgiz. No.9. [Aminazine] Aminazin. 1959.

2 p.

1. Moscow. Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farma-

sgevticheskly institu%., 2,

protivotuberkuleznykh sovedineniy Vsesoyuznogo nauchno-issledo-
vatel 'skogo khimiko-farmatsevticheskogo instituta imeni S.0rdzho-

nikidze (for Shehukina). 3.

farmakologii Vsescyuznogo nauchno-igsledovatel'skogo khimiko-
farmatsevticheskogo instituta imeni S,Ordzhonikidze {for Mash-

kovskiy).

( CHLORPROMAZINE)

e :?5‘,5 ;é%:\v&msﬁ«%mw&“ i L-‘Kt":—""‘—"ﬂx%"‘ B R S B o T N ‘ﬁ.’m.\."d.
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M.D., prof.; PERSHIN, G.N., prof.,

(MIRA 12:6)

Zaveduyushchays laboratoriyey

Zaveduyushchiy laboratoriyey otdela
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SHCHUKINA, M.N., prof.

Preface, Khim,i med. mno,11:3-5 '59. (MIRA 13:6)
(RADIOACTIVE TRACERS)
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MAYMIND, V.1.; ZHUKOVA, T.F.; KOSOLAPOVA, N.A,; SHCHUKINA, M.K,

Synthesis of 835—methionine. thim,i med. mno0.11:9-14 '59,
(MIRA 13:6)
(METHIONINE)

.
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POZHARSKAYA, A.M.; ZHUKOVA, T.F.; SHCHUKINA, M.N.
Synthesis of D-cyst:eine-—S”. Khim.i med. no.1ll:14=17 *'59,
(MIRA 13:6)
(GYSTEINE)
T - I
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MABKOVA, Yu.V.; ZHUEKDVA, T.F.; SHCHUKINA, M.N.
Synthesis of S2-carbon disulfide. Kyimi med. no,11:26-29

'59. (MIRA 13:6)
(CAEBON DISULPHIDRB)
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MARKOVA, Yu,V,; ZENKOVA, L.N,; SACHUKINA, M.N,

Synthesis of $35-thiamine. Khim.i med. no.11:29-34 159,
(MIRA 13:6)
(THIAMINR)
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Synthesis of 835-a.m1nazine. EKnim, i med. no,11:34=39 ¥59,

(CHLORPROMAZ INK)
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MARKOVA, Yuv.V,; KUZ'MINA, K.K.; SHCHUKIHA, M.H,

Synthesis of S35-merkamin. Khim.i med. no,11:39-42 59,
(MIRA 13 26)
(ETHANETHIOL)
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New method { r the synthesis of G —paraaminobenzoic acid and

obtaining C -anesthesin, novocaine, and cocaine, Fhim,i wmed.

no,11:53-59 '59. (MIRA 13:6)
(BENZOIC ACID) (ANESTHETICS)
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MARKDVA, Yu,V,; ZENKOVA, L,.N,; SHCHUKINA, M.N,

Synthesis of barbiturates labeled with ¥ and 87, Eyim.i med,
no,11:60-68 '59, (MIRA 13:6)
(BAHRBITURATES)
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SYCHEVA, T.P.; LEBEDEVA, I.V.; SHCHUKINA, M.N.

$L 11:77-82 159
1 thesis of CY*wdiimedrol, Ehim.i med. mno,11:77 .
Hodel ey (MIRA 13:6)

(DIPHENHYDRAMINE)
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SAMOLOVOVA, V.G.; YERMOIAYZVA, V.G.; GORTINSKAYA, T.V.; YASHUNSKIY, V.G.;

SHCHUX T
S7nthesis of asterol and other derivatives of aminotoxibenzthiazoles,
Med. nrom. 13 no.5:23-26 My 159, (MIRA 12:7)

1. Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevt icheskiy
ingtitut imeni S, Ordzhonikidze, .
(THIAZOIR)
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PREDVODITELEVA, G.S.; SHCHUKINA, M.N,

New variant of diacarb synthesis. Med.prom. 13 no.9:24-26 S 159,

1. Vsesoyuzuyy nauchno-issledovatel'skiy khimiko-f t o i)
° ; FRRe= ¥y 0=
institut imeni S. Ordahonikidze. armtseviicheskiy

(THIADIAZOLE SULFONAMIDE)
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Chao Erh-cheng, achukina, M. U. 507/79-29-%-56/6"
TITLE: Synthesis of the Dialkyi-amino-zlkyl-derivatives of Indazc.

(Sintez dialkilaminoalkil'nykh proizvodnykh indazola)

PERIODICAL: Zhurual obshchey khimii, 1959, Vel 29, Nr 3, pp 1012-1020 (USSR)
ABSTRACT: The authors carried out the synthesis of the above mentioned

compounds in order to investigate their chemical, pharma-
cological, and antibacterial properties since the dialkyl-
amino-alkyl grouping plays an important recle in the pharma-
ceutical products. Many synthetic spasmolitic anaesthetic anii-
mzlaria remedy and others contain this grouping which is con-
nected with a nitrogen- or oxygen atom. For this reason it was
interesting to synthesize compounds of such a type in the series
of indazol (which is according ic its structure assumed to be
an isostere of indol and an iscmer of tenzimidazole) which are
as heterocycles ingredients of the biologically important
vroducts. The N—diethyl—aminc'ethg;~6—nitroindazol was synthe-
sized with a good yield by the condsusation of the 6-nitro-
indazol with diethyl-amino-sthylichloride in the presence of
sodiun alcoholate., The N-dimethyl aminc~ethyl-6-nitroindazci,
Card ?/3 N-dimethyl-zminc-ethyl-3 -chleroindazzi znd N-dimethyl-~amince
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Syntnesis of the Dialkyl-eminc~alkyl-derivatives of Indezc

ethyl-indazol were obtained by the seme method. Since the fres
base of dimethyl-aminc-ethyl chloride pclymerizes easily in
the case of distillation its hydrochloride and the double
quantity of alcoholate were intrcduced into the reaction. In
the case of the indazol the yield is smaller than *n tre zase
of 6-nitro- and 3-chlorcindazcl which may be explaired by iha
presence of chlorine and the nitrogroup which draws off ihe
electrons. This increases %he activity of the hydrogen atom at
the nitrogen (Scheme). In the case of the alkylaticen of indazol
and its derivatives (Ref 1), as well as in the case of its
condensatien with dialkyl-amino-alkyl chlorides 1- and 2-
derivatives are fermed. Thus the 7~ and 2-disthyl-aming-ethyl -
and dimethyl-amino-ethyl derivatives of thae 6~nitroindazol;
6-aminoindazol and B-Chlorowé—nitroindazol; the 1~ and 2-3i-
methyl-amino-ethyl indazels, and the 1- and 2-dimethyl~amino-
ethyli-3-chloroindazols as well as the 2-diethyl-amino-ethyl-
6-oxyindazol were obtained. The separation of the mixtures of

the 1- and 2-isomers was cbtained by fracticnated crystalli-

zation of the hydrocchlorides or by the fracticnated rrecipitatiom

f the picrates. The siructure was proved bty ceomparison with
Card 2/3 the spectral analysis. There are 2 figures and 10 references.
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s;nenesis of tne Dialkyl-aminc-alkyl-derivatives oFf Irdzzol
233001 0IC Vsesoyuznyy nauckno-issledovatel! kiy
Jseso; :.'.v,‘,‘.u fno-issledovatel'’s khimiko-farmatseviiches-
xiy institut (411-Union Scientific Research Instituts
Chemical Pharmacy
SUBMIT LT Junuary 8, 1958
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5(3) Sov/79-29-8-59/81

AJTHGAS: fashunskiy, V. G., Vasilfiyeva, V. 7., Tikhonova, L. I.,
Shchukina, M. N.

TITLE: Substances With a Complex-forming Capacity. IV. Trans-1,2-41i -
aminocyclohexene- and 1-Phenylethylenediamine-N,N,N',N'-tetra -

acetic Acids

PERTOLICAL: Zhurnal obshchey khimii, 1959, Vol 29, Nr 8,
pp 2709 - 2712 (USSR)

ABSTRACT: The authors previously reported on the synthesis and inves-
tigation of the complex-forming capacities of some alicyclic
1,2-diaminetetraacetic acids of a trans-configuration
éﬁefs 1,2). In order to complement this series the compound

I) was synthesized., The initial product for the synthesis

of this coumpound was the dimethyl ester of the cis-cyeclo-
hexene-(4)-dicarboxylic acid-1,2 obtained by the condensation
of butadiene with the anhydride of maleic acid. When this
cis-diester is heated with hydrazine hydrate without solvent
the trans-dihydrazide forms (Ref 1). The latter was transformed

Card 1/3 according to Curtius into the dichlorohydrate of the hitherto
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Substarces YWith s Complex-forming Capacity. IV. SOV/79-29-8-59/81
Trans-7,2-diaminocyclohexene- and 1-Phenylethylenediamine-N,H,N’,H'—tetra-
acetic Acids

unknown trans-1,2-diaminocyclohexene—(4) which was treated
with an excess of chloroacetic acid in an alkaline medium
which 1led to the compound (I). In order to investigate the
influence of the substitutes on the conplex-forming capacity

of the complexons of the ethylenediaminetetraacetic acid

series the compound (II) obtained from 1,2-diaminoethylbenzens
by two different methods was synthesized (Ref 3, and Redionov,
Ref 4). The tetraacetic acid could only be synthesized by
heating 1,2-diaminoethylbenzene with an excess of brcomoacetic
acid in the presence of caustic scda at 40°. Thus two compounds
hitherto not described were synthesized: trans-1,2-diamino-
cyclohexene-{4)-, and 1-phenylethylenediaminetetraacetic acid.
The complex-forming capacity of the synthesized compounds was
determined chromatographically (Ref 5) by way of comperison
with ethylenediaminetetraacetic acid. By this method it was
shown that the new complexons have a complex-forming capacity
c¢f the same order as 2thylenediaminetetraacetic acid, The

Card 2/3 table shows the result of these chromatographic determinations.
La
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Suovstances With a Complex-foraing Capacity. IV, SOV/79-29-8-59/81

Trans-1,2—diaminocyclohexene— and 1~Phen;lethylenediamine—ﬁ,ﬂ,N',N'—tetra-
acetic Acids

The results of the investigation of complexon (II) show that
the presence of the phenyl radical beside one of the amino
groups of ethylenediaminetetraacetic acid has but little
effect upon the comnlex-forming capacity. There are 1 table
and 6 refererces. 5 of which are Soviet.

SUBMITIED: July 5, 1958

Card 3/3

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86- 00513R001548920018 3

R e ] '.}‘ii‘?}ﬂ&#)}ﬂ?&fﬁmﬁiﬁﬁfsﬁé‘%ﬁ SRARARTY _‘sum“sﬂ,_r_:f:.é' afiEr s DR
5 (3)
AUTHORS: Muravtyeva, K. 4., Shchuklna, M. N. S0V/20~-126-6~36/67
TITLE: Synthesis and Regroupings in the Series of Thiazoline Imine

(Sintez i peregruppirovki v ryadu tiazolinimina)

PERIODICAL: Doklady Akademii nauk SSSR, 1959, Vol 126, Nr 6, pp 1274 - 1277
(USSR)

ABSTRACT: In the condensation of thiourea or of its substituents with a-
halogen carbonyl compounds derivativeg of the 2-amino-thiazcle
or thiazoline imine are formed. In the present paper the au-
thors investigated the condensation of the a-halogen ketones
with symmetric diaryl and aryl-acyl urea as well as the regroup-
ings of the cyclic compounds obtained. It was found that the
reaction course depends on the presence of the hydrogen ions
in the reaction medium. If the forming halogen hydrogen is
linked by triethylamine, 4-oxy-thiazolidine derivatives are
formed. In aqueous or alcoholic HCl soluiion they cleave-off
water. The intermediate compounds are unstable especially if
they were produced from diaryl thiourea (Table 1, I a). In the
condensation of the symmetric ditolyl and diphenetidyl-thiourea
with acetone chloride the authors directly obtained 2-tolyl-

Card 1/4 «imino-3-tolyl-4-methyl-thiazoline (II) and 2-p-ethoxy-phenyl-
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Synthesis and Regroupings in the Series of Thiazoline S0V/20-126-6-36/67
Imine

~imino-3-p-ethoxy-phenyl-4-methyl-thiazoline (III) whithout in-
termediate compounds. Intermediate products in the condensation
of the a-halogen ketones with N-aryl-N!-acyl-thiourea show s
stronger stability. They cleave-off water in the action of HC1
in the cold, and pass over into the corresponding thiazoline
compounds, which in mos%t cases strongly differ by their melting
temperature (IV-IX).The acyl-imino-thiazelines (IV,V. VI) produced
by the authors are saponified with HC1l by a short heating into
2-imino-3-phenyl~-4-methyl-thiazoline (Ref 5). By boiling this
imine (or IV, V, VI) for several hours with HCl a regrouping
and a formation of 2-phenyl-amino-~4-methyl-thiazole {(Ref 6)
take place. The compound VII was saponified to a 2-imino-3,4-di~
phenyl-thiazoline (Ref 5). After a long boiling with HC1l this
imine showed a regrouping and yielded 2-phenyl-amino-4-phenyl=
-thiazole (Refs 5.7). In the heating of w-bromo acetophenone
and phenyl acetyl thiourea in an absolute alcoholic solutioa,
2-acetyl-imino-3;4-diphenyl-thiazoline-4 was produced (VIII).
This compound is saponified into 2-imino-3,4-~diphenyl-thiazo-
line-4. However;cJ--bromo acetophenone as well as phenyl acetyl
Card 2/4 thiourea form the oxy compound IVa. Thus in the reaction course
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Synthesis and Regroupings in the Series of Thiazoline S0V/20-126-6-36/67
Imine

benzoyl as if from the methylene group migrates to the nitrogen
of the thiourea, while acetyl migrates from this nitrogen atom
to the methylene group. The compounds IX, X and XI are saponi-
fied to 2-imino-3-phenyl-4,5,6,7-tetra-hydro-benzthiazoline
(XII) in heating with 20% HC1l. This substance is transformed
into 2-phenyl-amino-4,5,6,7~tetra-hydro-benzthiazole (Ref 8) by
boiling during several days with 20% HCl. The authors explain
the above transformations by the following: The thiourea sub-
stituents enter in their isoform the reaction with a-halogen
ketones by forming S=-8-keto-substituents of the isothioureas,
They are still subject to further transformations. The carbonyl
oxygen captures a proton from the aminophenyl residue which
brings about a formation of an N-C-bond., 4-oxy=-thiazolidine com-
pounds are formed which readily cleave-off water. The regroup-
ing of the 2-~imino-3,4-substituents of thiazoline in boiling
with HCl may be explained by the addition of a proton to the
nitrogen of the ring, by the rupture of the 3,4-bond and by the
resulting polarization of the molecule. The cycle is then closed
at the nitrogen of the imino group and 2-phenyl-amino-4-substi-
Card 5/4 tuted thiazoles are formed. The reactions investigated show that

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-005

Synthesis and Regroupings in the Series of Thiazoline S0V/20-126-6-36/67

Imine

ASSOCIATION;

PRESENTED:

SUBMITTED:
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the condensation of the a-halogen ketones with N-phenyl-N!-
~acyl-thiourea passes over the stage of the 4-oxy-thiazolidine
derivatives. These compounds are, similar to the 2-imino-thia-
zolines-4, very unstable and have the tendency towards regroup-
ings which bring about the rupture of the heterocycle. There
are 1 table and 8 references;, 2 of which are Soviet,

Vsesoyuznyy nauchno-issledovatel’skiy khimiko-farmatsevticheskiy
institut im. S. Ordzhonikidze (All-Union Scientific Chemo-
-pharmaceutical Research Institute imeni S, Ordzhonikidze)

February 24, 1959, by I. L. Knunyants, Academician

February 19, 1959
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fLBTS0V, M.V., prof., otv, red.; PEH{SHIN, G.N., prof., zam, otv. red,;
{AGIDSON, 0.Yu,, prof., red,; MASHKOVSKIY, K.D., prof., red.;
UTKIN, L.K., prof,, red.; RUZHENTSEVA, A.K., prof., red, ;
: SHQﬂUﬁINA,_M.H.,ﬂprof.,Vred,; BAYCHIKOV, A.G., kand, tekhn, nauk,
red.; MIKHALEV, V.A., kand, khim. nauk, red.; RYAZANTSEV, M.D,,
kand. tekhn. nauk, red.; SUVOROV, N.N., kand, khim. nauk, red.;
FLYASHKEVICH, A.M., st. nauchnyy sotr., red.

[Basic trends in the work of the S5.0rdzhonikidze All-Union Chemico-
pharmaceutical Scientific Research Institute; survey of its activity
from 1920 to 1957] Osnovnye napravleniia rabot VNIKhFI; obzor de-
iatel'nosti za 1920-1957 gg. Foskva, 1959, 649 Pe (MIRA 15:5)

1. Moscow. Vsesoyuznyy nauchno-issledovatel!skiy khimiko-
farmatsevticheskiy institut.
(CHIMISTRY, MEDICAL AND PHARM ACEUTICAL)

55 R R A )
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SICHzVA, T.P.; LEBEDEVA, I.V.; SHCHUKINA, M.N.

Reaction of ({-methylthiazole with sulfur and amines., Zhur,
VKHO 5 no. 2:234-235 160, (MIFA 14:2)

1. Nauchno-issledovatel!skiy khimiko-farmatsevticheskiy
institut imen Sergo Ordzhonikidze.
(Thiazole) (sulfur) (Amines)
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SYCHEVA, T.P,; KUZ 'MICHEVA, T.P.; CHERNYAYEVA, A.T.; TRUPP, 7.Kh,:
SHCHUKTRA, M.K. o
Synthesis of apressin, Med.prom. 14 no,2:13-17 ¥ '60.

) (MIRA 13:

1, Vsesoyuznyy nauchno-issledovatel'siciy khimiko—farmatsevticheski;)

institut imeni S, Ordzhonikidze,
(PBTHAL&ZINE)
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GALSTUKHOVA, N.B.; SHCHUKINA, M,N,

Synthesis of etoxide, a new antituberculosis dru « Med. prom
n0.8:15-18 Ag, '60. g (K[IgA 15:%’

J_.. Vsesoyuznyy nauchno-isgledovatel!skiy khimiko-farmatsevticheskiy
institut im, S, Ordzhonididze.
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GORTINSKAYA, T.V,; SHEINA, H.P,; SHCHUKINA, M.,

Determination of the dissolution properties and the mechanical hardness
of tablets. Materials for the 9th edition of the State Pharmacopoeia
of the U.S.8.R. Med, prom. 14 no.9:15-23 S 140, (MIRA 13=9§’0
(TABLETS (MEDICINE))
(DRUG INDUSTRY-~EQUIPMENT AND SUPPLIES)
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GORTINSXAYA, T.V.; SHEINA, N,P,; SHCHUKINA, M.N.

Some derivatives of 3-methoxy-6-(sulfanilamido)-pyridazine., Med.
prom. 14 no.9:23-25 S '60, (MIRA 33:9)

1. Vsesoyuznyy nauchno~issledovatel !skiy khimiko-farmatsevticheskiy
institut imeni S, Ordzhonikidze.
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SHCHUKINA, M,

synthetic drués produced by a number of French i (i
. : § ch pharmaceutical {'irms,
Hed. prom, 14 no. 10:57-62 G 140, (¥R l}:lé‘z

}. Vsesoyuznyy nauchno-issledovatel!'skiy khimiko-farmatsevticheskiv
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—

Bols of oxidative dsamination in the mechanism of radiati
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protection afforded by acnme amines, Zhur,ob.biol, 21 ne.2:
157160 Mr-Ap 'S0, (MIRA 13:6)
(RADIATION PROTECTION) (DEAMINAT IO) |

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3

L2 S AR R ARSI RS RN e DR SR AR AN A S A B A R P R e R R ARG R RS L R T RS R s TR SR S
S - R - - £ 2

It

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3

Y P e N R e S Y S S N S B s S S SR R S SR IR R )

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



CIA-RDP86 00513R001548920018 3

"APPROVED FOR RELEASE 08/23/2000

1 - - : N
. . »; : " : oLt
- ol oo o -
E: 32 Leg. Eizo, Mesa.,
Dru il PR SN
cepr s - . o
$ITTTED ! :

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE 08/23/2000 CIA- RDP86 00513R001548920018 3

B e e b s S

Mi%

AUTHORS :

PITLE:

T4
93N

PERIODTI!

\Eaa!

RACT:

=
o

t
)
,~1

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86- 00513R001548920018 3

B oo o T o o S 2 N RS Ty B

LG N L S B R LR R 3 VYR [ U b e ‘:L:.iﬁa:?:{e‘_ GRS

Letvers Lo “he e o :
Thmen oy 6 2 N -~ t N . -
Sen LG Sl LTl X B - - T
> . ," - - - v - -
(e] [ i~ - b
z y ; B R >
I
8} O . 3
L LIz s ) DU . o
. : Ll [SES
.
g
. ! .
, i
]
Ve
FARTN J

Cava 2/3

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000

LN 2 IR SR LSRRG A TR

ot

CIA-RDP86-0051

Y RS R R
=

23

3R001548920018-3

G

ASSOZIATION: S. Ordzhoniikidze All-Unton 3
wnd Pharmaceutleal Institute (V
Lasicdovatel 'sikly khimiko-rarma
iyr-.'\- < s

me1 3. Ordzhnonikidze)

' -
Lsevilolmowiy tnst ity

SUBMITTED:

1
i

e . n e
e e LS :

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86 00513R001548920018 3

H %ot iﬁm é::‘&l&‘:,:.s"‘ k3

e AP RE 5 T s N L C R PR S ML PP R

"'-:"!‘-J ( (J(

VITHORS ¢ Macova, Yu, V., Kus'mina, K. K., Shchukina, M, M.
TETLE: Syuthestis of ielbdpquMlHO Compounds. IV. Synthesis
o1 /Q—Mepu: toethylamine and 1- ~Amino-2-mercaptobutune

PERIODICAL: Zhurnal obohe hey khimii, 1960, Vol 30, Nr 3,
bo 10°3-104 % (USSR)

ADSTHACT: This paper describes synthesis of B-mevcaotoethylamine

and L-amino- é—mer captobutane according to the scheme
used previously for synthesis of J-mercapto-4-amino-2-
-methylbutane ( fu. V. Markova, L. N. Zenkova, M. N.
Shetnicina, ZhOkh, 28, 1811 (1953)):

.. cs
RCHOHGHLNHa - HCL 272 RCHCICH.N, - HIC) - 8 xlcu—cu, —
s N
N7
CSH

MO RensHCH N, - HCl

R=1, CyHy

R T R VR S 3
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Synnnesls of Mercusptoazmino Compounds., IV {n307

[
S07/79-30-3-61/6

O

ﬁg—Mercaptoethylamine hydrochloride (1) was obtained

(4%, based on the initial ethylamine) as follows: a

ture of d-mercapbothiazoline and HC1 (20% solution)

wian bolled for 50 hours on an oil bath; the mixture

voss evaporocted under vacuum und dissolved In absolute

ulcohol; the aleoholiec soluticn, to which charcoal had

been added, was warmed and filtered; absolute ether

was added to the filtrate and left to stand for 24 hr.

precipitate was removed by filtration. 1 has mp 67-69°:
reapbo-l-aminobutane hydrochloride (II) was obtalned

%) by the same method as I; it has mp 134-138°.

2 are 10 references, 1 U.S., 5 German, 2 Swiss, 2

%
tet.  The U.S. reference is: R. H. Haal, F. Wright,
. Am. Chem. Soc., 73. 221%  (1951).
ASSOCTATION:: S. O~1 Honexlu@e All Unlon ChDMLqu Pha“maceubical
Scie
e
0
e

l gllj “11miko—1armatsevticnes&iv inSuitut imeni

S. Ovdzhonikldze)
SUBMITTED: December 27, 1955 Card 2/2
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SAMOIOVOVA, V.G.; GORTINSKAYA, T.V.; SHCHUKIMNA, M.N.

Phenoxazine, Part 1: Synthesis of sone 1l0-substituted derivatives
of phenoxazine. 2hur.ob.khim. 30 no.5:1516~1517 My 160,
(MIRA 13:5)

1. Veesoyugnyy nauchno-issledovatel 'skiy khimiko-farnateevticheskiy
institut imeni S.Ordzhonikidza.
{rhenoxazine)
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GORSHINSKAYA,T.V.; SHCHUKINA, M.H.

Some derivatives of pyridazine. 2Zhur,ob.khim. 30 no.5:
1518-1520 My ‘0. (MIRA 13:5)

1, Vsesoyusnyy nauchno-issledovatel'skly khimiko-farmatsevticheskiy
institut imeni S.Ordzhonikidze.
(Pyridazine)
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PREDVODITELEVA, G.S.; SHOHUKINA, M.N.

Studies in the phenoxazine series. Part 2: Synthesis of
gome derivatives of substituted l-phenoxazinecarboxylic acid.

Zhur.ob.khim. 30 1no.6:1893-1897 Je ‘'60.
(MIRA 13:6)

1. Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevti-
cheskiy institut imeni S. Ordzhonikidse.
(Phenoxazine) (Phenoxazinecarboxylic acid)
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MURAV'YEVA, K.M,; SHCHUKINA, M.N.

Synthesis and rearrangements in the thiazoline imine series.
Part 1: Condenmsation of chloroacetone end =chlorocyclo-
hexanone with sym. diaryl=- and arylacylthioureas., Zhur.ob.
khim. 30 no.7:2327-2334 J1 '60. (MIBA 13:7)

1. Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevti-

cheskiy institut imeni S,0rdzhonikidze.
(Acetons) (Cyclohexanone) (Urea)
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Synthesis and rearrangements in the thiazoline imine ssries.
Part 2: Condensation of (u -bromoacsetophenone with E-phenyl-5'-

acylthioureas, Zhur.ob.khim. 30 no.7:2334-234%0 J1 ‘60,
(MIRA 13:7)

1. Veesoyuznyy nauchno-issledovatel 'skiy khimiko-farmatsevti-

cheskiy institut imeni S5.0rdzhonikidze.
(Urea) (Acetophenone)
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MURAV'YEVA, K.M.; SHCHUKINA, M.N.

Synthesis and rearrangements in the thiazoline imine series.
Part 3: Rearrangement of 2-imino-3-phenyl-4-thiazolines inte

2-phenylaminothiazoles. Zhur.ob.khim,
Jl 160,

1. Vsesoyusgnyy nauchno-issledovatel'skiy khimiko~farmatsevtiche-

sikdy institut imeni S,O0rdzhonikidze.
(Thiagoline) (Thiasole)
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MURAV 'YEVA, K.M.; SHCHUKINA, M.N.
Synthesis and rearrangementes in the thiazoline imine series.
Part 4: BEffect of acetylating agents on 2-acylimino=i~
hydroxythiazolidines. Zhur.ob.khim. 30 no.7:2344-2348
J1 '60. (MIRA 13:7)

1. Vsesoyugnyy nauchno-issledovatel'skiy khimiko-farmatsevti-
cheskiy institut imeni S,0rdzhonikidze.
(Phiszolidine)
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BANASHEK, A,; SHCHUKINA, M.N.

fe and r—pyridyltl;;agdlines. ghur.ob.khim, 30 no.10:3328-3332
0 161, (MRS 1:L)

1. Vsesoyuznyy nauchno-issledovatel'!skiy khimiko-farmatsevticheskiy
institut imeni S,O0rdzhonikidze,.
(Thiazoline)
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5/073/60/030/012/008/027

B8031/38064
AUTHORS; Yashunskiy, V. G., Smolin. D. D., Yermolayeva, V. G.,
and Shchukina, M. N,
TITLE: Substances Capable of Complex Formation. V. 2,2'-Diamino-

diethyl Ether-N,N,N',N'-tetraacetic Acid

PERIODICAL: Zhurnal obshchey khimii, 1960, Vol. 30, No. 12,
pp. 3916-3918

TEXT: The authorscontinue their studies (Ref. 2) of the synthesis of com-
plexons by synthesizing 2,2'-diamino-diethyl ether-tetraacetic acid; this
synthesis has hitherto not been described. It may, however, be assumed

that this complex was obtained on the basis of data of an English patent
(Ref. 3) from 2,2'-diamino-diethyl ether by carboxymethylation. Several ex-
periments had failed before the complex was obtained by reacting 2,2'-di-
amino-diethyl ether. The diamino ether was obtained from 2,2'-dichloro di-
ethyl ether with the diphthalimide derivative by the reaction of Gabriel
(Ref. 4), however, the 2,2'-di(phthalimido)-diethyl ether was split off by
boiling with an alcohol solution of hydrazine hydrate and subsequent treat-
ment w}th hydrochloric acid which simplified the reaction and led to an
Card 1/2
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Substances Capable of Complex Formation, S/079/60/030/O12/008/027
V. 2,2'-Diamino-diethyl Ether-N,N,H',HN'- EOO1/EO64
tetraacetic Acid

abruptly increasing yield. The diamine was separated as dichloro aydrate
and reacted with monochloro acetic acid. The reaction was normal and took
place in alkaline medium (Ref. 2). Since it was not possible to precipitate
tetra acid by acidifying the reaction mass, which is the case with some
other complexons, two methods of precipitation were applied. The cationite
KU-2 was used for the first one applied in the study of Ref. 5. By the
latter method the reaction mixture was acidified until the acid reaction
toward Congo red zs indicator had been reached and, after the separation of
sodium chloride fromthe solution, the monosodium salt of the complexon pre-
cipitated with methanol and purified by repeated precipitation with
methanol from water. There are 6 references; 2 Soviet, 1 US, 1 Swiss,

1 German, and 1 British.

ASSOCIATION: Vsesoyuznyy nauchno-issledovateligkiy khimiko-farmatsevti-
cheskiy institut imeni S. Ordzhonikidze (All-Union Chemical
and Pharmaceutical Scientific Research Institute imeni S.
Ordzhonikidze)

SUBMITTED: January 1%, 1960
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SYCHEVA; T.P.; SHCHUKINA, M.N.

Reaction of 2-methyloxazole with sulfur and amines. Zhur.VKHO
6 1no,1:117-118 161, (MIRA 14:3)

1. Vsesoyuznyy nauchno-issledovatellskiy khimiko-farmatsevticheskiy
institut im, S.Ordzhonikidze.
(Oxazole) (Amines) (Sulfur)
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SHCHUKINA, M.N,

Modern entituberculosis drugs. Med. prom. 15 no. 4:13-25 Ap '61,
(MIRA 14:4)

1. Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevticheskiy
institut imeni S. Ordzhonikidze.

(TUBERCULOSIS—PREVENTION) (DRUGS)
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YASHUNSKIY, V.G, f SHUHUKILA, M. N ; Y=AMOLAYRVA, V.G, ; SAMOYLOVA, O.I.
,,,,,,
Synthesis of :unizme hydrochloride, H-(B-dlmethylammopro yl)-
iminodibenzyl., Med. prom. 15 no.12:10-13 D '61, IIJA‘A 15:2)

1. Vsesoyuznyy nauchno-issledovatel'skiy khimiko-farmatsevticheskiy

institut imeni S, Ordzhonikidze.
(TMIPRAMINE)

APPROVED FOR RELEASE: 08/23/2000 CIA-RDP86-00513R001548920018-3"



"APPROVED FOR RELEASE: 08/23/2000 CIA-R 001548920018-3

SR A SR R EA ST PR T SN SRR IR T ':7-'"3' R R N R B R

SYCHEVA, T.P.; NEKHLIN, Ya,G,; SilCHUKLNA, M.H.

Synthegis of phenizine. Med. prom. 15 no.12:14-17 D '61.
(ML 15:2)
1. Vsesoyuznyy nauchno-issledovatellskiy khimiko-farmatsevticheskiy

ingstitut imeni S. Ordzhonikidze.
(HYDMZINE)
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